SUPPLEMENTARY FIGURES AND LEGENDS

Fig. S1
. Genotypic and phenotypic characteristic of P. aeruginosa sequential isolates from CF patients. Sequential P. aeruginosa isolates were recovered at the onset of chronic colonization (AA2, KK1, KK2) or several years after acquisition and before patient's death (AA43, AA44, KK71, KK72). Clonality of strains was assessed by Pulsed Field Gel Electrophoresis and was previously reported 1 . Multiple phenotypic traits changed during genetic adaptation to the CF lung 2 and included: (a) motility defect, (b) mucoid phenotype, (c) protease reduction, (d) siderophore reduction, (e) hemolysis reduction, (f) LasR mutant phenotype, (g) growth rate
reduction. In addition, lipopolysaccharide (LPS) lipid A (h) and peptidoglycan (PGN) muropeptides (i) were analyzed exclusively in the AA isolates showing specific structural modifications temporally associated with CF lung infection as previously described 3 .
Fig. S2. Bacterial load, leukocytes recruitment and tissue damage in lungs of
Mmp-9 -/-and congenic wt mice after P. aeruginosa long-term chronic infection. 
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SUPPLEMENTARY METHODS 5
Infection of cell lines. IB3-1 and C38 cells were infected with P. aeruginosa isolates 6 at a multiplicity of infection (MOI) of 0.1 for 4 h for RNA extraction and at a MOI of 7 1 for 2 h for analysis of IL-8 levels as previously described 4 . THP-1 cells were 8 seeded and differentiated to macrophage-like cells as described previously 5 , then 9
infected for 4 h with P. aeruginosa isolates at a MOI of 1. Growth media were 10 collected at the end of incubation, centrifuged and stored at -80°C for analysis of 11 MMP-9. 
Histological examination 26
Murine and human lungs were removed, fixed in formalin, and embedded in paraffin. 27
Consecutive sections from the middle of the five lung lobes were used for 28 histological, immunohistochemical, and immunofluorescence examination in each 29 8 mouse. Indirect immunofluorescence was performed using a polyclonal rabbit anti-P. 30 aeruginosa Ab (kindly provided by G.B. Pier, Harvard Medical School, Boston, MA). 31
The secondary Ab was Texas Red-labeled goat anti-rabbit Ig G (Molecular Probes). 32
The slides were examined using an Axioplan fluorescence microscope (Zeiss), and 33 images were taken with a KS 300 imaging system (Kontron). Sections for histological 34 analysis were stained by H&E, Alcian Blue-Periodic Acid Schiff (AB-PAS), 35
Masson's trichrome (MTS) and Verhoeff's elastic (VEG) staining and were examined 36 blindly and scored by a pathologist, as describe below. 37
Bronchial epithelial degeneration was performed on lung sections stained with 38
Haematoxylin-Eosin as previously described 6 . 39 assessed at ×400 and ×100 magnification respectively, was scored and customized as 58 described by Martino et al 8 . 59
Histologic lesions of the respiratory bronchial epithelium were evaluated and scored 60 for the presence or absence of ciliated columnar cells, goblet cells, edema, hyperplasia 61 or metaplasia of epithelial cells, and lymphocytes infiltration (see also the scoring 62 system to evaluate adaptive immunity), based on the previously described scoring 63 For BALT activation, the score was assessed at ×100, by calculating the total areas of 91 BALT follicles evaluated inside each lung section, and subdividing the mean as 92 follow: mean area of BALT follicle extension none (score 0); up to 0.008 square mm 93 (score 1); up to 0.042 square mm (score 2); up to 0.4 square mm (score 3). 94
For evaluation the degree of fibrosis in lungs, Masson's trichrome-stained (MTS) 95 sections were assessed as follow: the areas of lung fibrosis were represented as blue-96 stained areas, and the parenchyma as red-stained regions by MTS. The total area of 97 the section was the sum of the area of all microscopic fields, including parenchyma 98 and fibrosis. Elements of the pleura were excluded from the computations. Then the 99 percentage of bluish-green stain, representing the area of fibrosis for each lung section 100 specimen, was calculated using the Leica Qwin 500 Image Analyzer (Leica, 101
Cambridge, England), to capture the widest area of tissue. Images of trichrome 102 stained sections were captured using a x 5 HPFs and the area of the section was the 103 sum of the area of all microscopic fields, including parenchyma and fibrosis. The 104
